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new  Tandean!  Geigy 


brand  of  oxyphenbutazone 


a new  development 
in  nonhormonal, 
anti-inflammatory 
therapy 


inflammation 
takes  flight 


more  specific  than  steroids— 

Acts  directly  on  the  inflammatory  lesion  without 
altering  pituitary-adrenal  function  . . . 
without  impairing  immunity  responses.6'11 

more  dependable  than  enzymes— 

Rapid  and  complete  absorption,  without  the 
uncertainty  of  oral  or  buccal  enzyme  therapy.8 

more  potent  than  salicylates— 

Anti-inflammatory  potency  of  Tandearil 
markedly  superior  to  aspirin.12 


Remarkably  useful  in  a wide  variety  of  inflammatory 
conditions,  including:  rheumatoid  arthritis, 
spondylitis,  osteoarthritis1,2,3;  gout1,4,5;  acute  super- 
ficial thrombophlebitis6  7;  painful  shoulder 
(peritendinitis,  capsulitis,  bursitis,  and  acute  arthritis 
of  that  joint)1,4;  severe  forms  of  a variety 
of  local  inflammatory  conditions8,9,10. 

The  physician  should  be  thoroughly  familiar  with  the 
dosage,  side  effects,  precautions  and  contra- 
indications of  Tandearil  before  prescribing.  Full 
product  information  available  on  request. 


availability: 

Round,  tan,  sugar-coated  tablets  of  100  mg.  in 
bottles  of  100  and  1000. 
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Geigy  Pharmaceuticals 

Division  of  Geigy  Chemical  Corporation 

Ardsley,  New  York 

545-61 


No  longer  itched 
bothered  or 
bewildered 


Pruritus  iá  relieved  rapidly  and  erythema  and  lichenification  of  the  skin 
are  reduced  within  a short  period  after  initial  application  of  Neo-Cgrt-Dome. 
Secondary  infection  is  controlled  and  the  normal  pH  of  the  skin  and  external 
auditory  canal  is  restored  and  maintained  with  Neo-Cort-Dome. 


FOR  INFECTIOUS  DERMATOSES  AND  OTITIS  EXTERNA 


NEO-CORT-DOME 


CREME  AND  LOTION  pH  4.6 


ACID  MANTLE-HYDROCORTISONE-NEOMYCIN 


Note:  Lotion  is  especially  effective  in  hairy  areas  and  in 
tissue  folds.  Supply:  or  1%  hydrocortisone,  with 

5 mg.  per  gm.  Neomycin  Sulfate  in  Vá  oz.,  1 oz.,  4 oz. 
squeeze  bottles.  ( Vá  oz.  size  has  special  soft  plastic  tip 
for  easy  application  into  external  ear  in  otitis  externa). 
Sample  and  literature  available  on  request.  


DOME  CHEMICALS  INC. 

125  West  End  Avenue,  New  York  23 
665  N.  Robertson  Blvd.,  Los  Angeles  46 
In  Canada:  2675  Bates  Road,  Montreal 


Distribuidores:  LUIS  GARRATON,  INC. 
Ave.  Ponce  de  León  - Pda.  25 
Saní urce.  P.  R. 


o 


Albamycin  in  meg. /ml. 
.08 


.16 


.32 


TWO-DIMENSIONAL  THERAPY  FOR 
MOST  BACTERIAL  INFECTIONS 

ALBAMYCIN  T offers  the  bactericidal 
depth  of  Albamycin  against  pathogens  causing 
the  majority  of  bacterial  infections  plus  the  added 
breadth  of  tetracycline. 

ALBAMYCIN  T provides  greater  security  through 
extended  antibacterial  coverage,  particularly 
when  cultures  are  not  feasible. 

A wider  measure  of  success  is  assured  by 
ALBAMYCIN  T even  where  staphylococcal  resist- 
ance to  tetracycline  exists. 

Dosage:  usually  2 tablets  every  12  hours;  2 tablets  three  or 
four  times  daily  in  severe  infections. 

Supplied:  125  mg.  Albamycin  (as  novobiocin  calcium)  and 
125  mg.  tetracycline  hydrochloride  per  tablet;  in  bottles  of 
16  tablets. 


Upjohn 


KALAMAZOO  • LONDON 
MEXICO  CITY  • PANAMA 
SftO  PAULO  • SYDNEY  • TORONTO 
BOGOTA  • JOHANNESBURG 

Fine  Pharmaceuticals  Since  1886 

*TRAÜEMARK 


to  soothe,  protect, 
lubricate,  and  stimulate  healing  in 


for  baby 
for  mother 
for  grandpa 


age  groups 


OINTMENT 


rash  • chafing  • irritations 
lacerations  • ulcerations  • burns 

DESITIN  OINTMENT.  . . 

the  pioneer  external  cod  liver  oil  therapy  for 
care  of  the  skin  in  every  member  of  the  family 

Request  samples  from...  DES|J|N 

CHEMICAL  COMPANY 

812  Branch  Avenue,  Providence  4,  R.  I. 


Distribuidores:  COMMERCIAL  GODEL  - Calle  Europa  802 
Tel.  3-1061  — Santurce,  P.  R. 

P.  O.  Box  1081  — San  Juan,  P.  R. 


THIS  CORTICOSTEROID  INJECTION... 

MAY  NOW  BE  GIVEN  INTRAVENOUSLY, 
INTRAMUSCULARLY,  OR 
INTRASYNOVIALLY  WITH 
EQUAL  EASE  • DOES  NOT 
REQUIRE  RECONSTITUTION 
CAUSES  MINIMAL  LOCAL 
DISCOMFORT*  PROVIDES 
THE  MOST  RAPID 
RELIEF...  BECAUSE 
IT  IS  PERFORMED 
WITH . . . 


O N A L 

DIVISION  OF  MERCK  & CO.,  INC.  • lOO  CHURCH  STREET,  NEW  YORK  7,  N.  Y.,  U.S.A. 


NUEVA 


Terramicina 

MAPCA  Of  IA  OXITETRAOCUNA 


GOTAS  PEDIATRICAS  premezcladas 


en  fórmula  especial  para  niños 


y su  aliado 

JARABE  premezclado 


TERRAMICINA 


PIEDRA  ANGULAR 
DE  LA  CLINICA 


preferida  universal  píente  por  los  enfermo s 
pediátricos  y geriqtricos 


Ambos  preparados  tiepen  un  atractivo  sabor 
a cereza  silvestre 

No  hay  rebeldías  en  el  momento  de  tomar 
la  medicina  « 

Ambos  están  listo>  para  ser  administrados 
sin  reconstitución.  No  se  pierde  tiempo 
en  su  preparación 

Ambos  son  estables  durante  dos  años  a la 
temperatura  ambiente,  aun  después  de  abrir 
el  frasco  Se  conserva  la  alta  potencia  y la 
dosificación  es  siempre  exacta. 

Ambos  contienen  Terramicina,  el  antibiótico 
tic  amplio  espectro  antibacteriano  más 
ensayado  y mejor  comprobado,  en  la  forma 
i|ue  mejor  sabor  tiene. 

GOTAS,  con  100  nig.  por  ce.,  en  frascos-ampollas 
de  lOcc.  con  cuentagotas  calibrado  a 
2 ó mg.  y 50  mg. 

JARABE,  en  frascos  de  60  cc.,  con  125  mg. 
por  cucharadita  de  5 cc. 

Pfizer)  El  Mayor  Productor  de  Antibióticos  del  Mundo 


PREPARADOS  V ITAM  INICO-M  INERALES  - HORMONAS 


More d ( 
AX  4080 


♦obr.co  de  Chat  Pfi ie*  & Co 


cápsulas 


PARKE-DAVIS 


15  elementos  dietéticos  esenciales  en  geriatría 


BENDROFLUMETIAZIOA  con  CLORURO  OE  POTASIO,  SQUIBB 


El  Mejor  Diurético  Disponible 

Superior  a cualquier  otro  l)i  urético  Oral  o Parenteral  en  Eficacia,  Inocuidad  y Potencia 

‘‘Luego  de  la  administración  de  [Naturetin]  (5  mg.)  y de  hidroclorotiazida  (50  mg.) 
se  observa  con  [Naturetin]  un  aumento  mayor  en  sodio,  cloruro  y volumen  de  orina. 
[Naturetin]  también  produce  menos  pérdida  de  potasio  y bicarbonato  (alteración 
del  pH)  que  la  hidroclorotiazida.  Por  tanto,  la  proporción  de  sodio  a potasio  en 
la  orina  después  de  administrar  [Naturetin]  se  aproxima  más  a la  fisiológica. 
r Naturetin]  parece  tener  propiedades  natriu ícticas  superiores  a las  de  la  hidro- 
clorotiazida, cuando  se  administran  ambas  drogas  en  dosis 
de  potencia  equivalente.”1 

Naturetin-K  proporciona  cloruro  de  potasio  comple- 
mentario fiara  suministrar  protección  adicional  contra 
la  depleción  de  potasio  durante  la  terapia  prolongada.  SQUIBB 

REFERENCIA  1.  Ford,  R.  V.:  Current  Tharapautlc  Raaaarch 
2 : 92  (marzo)  1960,  ‘¡Maturatin'  aa  una  marca  da  fábrica. 


UN  SlGlO  DC  CXPftliNCIA 
IK'SPIPA  CONFIANZA 


Un  paso  hacia  adelante  en  el  tratamiento 
de  una  de  las  peores  calamidades  de  la  humanidad: 


EL  DOLOR 


on  toda  probabilidad,  el  aliviar  el  dolor 
fue  uno  de  los  primeros  objetivos  de  la 
Medicina  primitiva.  No  obstante,  este 
síntoma  sigue  constituyendo  uno  de  los  grandes 
azotes  de  la  humanidad. 

Su  etiología  abarca  múltiples  causas:  psíquicas 
o físicas,  y la  impresión  penosa  experimentada 
puede  ser  de  diversa  índole:  dolores  cólicos, 
excéntricos,  fulgurantes,  gravativos,  imperativos, 
lancinantes,  pungitivos,  tenebrantes,  etc.  Por 
consiguiente,  para  hacer  una  valoración  de  un 
analgésico  desde  el  punto  de  vista  práctico,  con- 
vendrá hacer  una  subdivisión  al  respecto.  Natural- 
mente, el  criterio  a seguir  no  será  el  mismo  en  una 
simple  cefalalgia  que  en  el  dolor  de  cólico  ne- 
frítico o de  cáncer. 

Para  los  fines  prácticos,  las  sensaciones  dolo- 
rosas  pueden  subdividirse  en  tres  grupos: 

1 . Dolor  psicógeno  o físico  leve,  generalmente 
transitorio  y que  no  requiere  la  intervención 
del  médico. 

2.  Dolor  intenso  que  obliga  a inmovilizar  u 
hospitalizar  al  enfermo  y tomar  medidas 
radicales. 

3.  Tipo  de  dolor  intermedio  entre  los  dos 
anteriores,  que  ocasiona  la  más  amplia  inci- 
dencia en  la  práctica  diaria  de  la  Medicina. 

Los  pacientes  de  este  último  grupo  son  los  que 
con  más  frecuencia  requieren  la  presencia  del 
médico  y donde  el  tratamiento  del  dolor  presenta 
varios  problemas.  En  estos  casos  no  sólo  es  ne- 


cesario combatir  el  dolor,  sino  también  procurar 
que  el  paciente  pueda  seguir  sus  actividades  habi- 
tuales sin  sentir  molestia  alguna.  Ahora  bien, 
muchas  de  las  drogas  empleadas  actualmente 
contra  el  dolor — analgésicos,  tranquilizantes, 
sedantes,  relajantes  musculares — poseen  ciertas 
propiedades  farmacológicas  que  tienden  a pro- 
ducir sensación  de  embotamiento  y depresión  del 
sistema  nervioso  central. 

De  lo  antedicho  se  desprende  que  la  rapidez 
de  acción,  la  eficacia  y la  ausencia  de  efectos 
indeseables  a dosis  terapéuticas,  en  este  grupo 
intermedio  de  procesos  dolorosos,  constituye 
quizá  el  mejor  criterio  para  estimar  la  utilidad  de 
un  analgésico,  pues  lo  que  interesa  combatir  es 
el  dolor  sin  ocasionar  embotamiento  y narcosis. 

Es  en  este  numeroso  grupo  de  procesos  doloro- 
sos en  el  que  la  nueva  droga  Abbolexín  (clorhi- 
drato de  feniramidol)  ha  demostrado  su  gran 
eficacia.  Se  trata  de  un  nuevo  compuesto  químico 
con  doble  efecto  terapéutico:  analgésico  no  nar- 
cótico y relajante  muscular  efectivo,  lo  cual 
permite  combatir  los  dos  aspectos  del  dolor  si- 
multáneamente. Hasta  ahora  no  existía  ningún 
fármaco  que  ejerciese  estos  dos  efectos  al  mismo 
tiempo.  Esta  propiedad  única  amplía  considera- 
blemente sus  indicaciones  para  tratar  el  dolor. 


(CLORHIDRATO  DE  FENIRAMIDOL,  ABBOTT) 


ABBOTT  LABORATORIES  PUERTO  RICO,  IIMC. 

BOX  7278-  BO.  OBRERO  STA.  CALLE  CAYEY  ESQ.  WM.  JONES 
MARTIN  PEÑA  — PARADA  26 
SANTURCE,  P.  R. 


a new  high  in 
anti-inflammatory  effects 
with  lower  dosage 
(averages  1 /3  less  than 
prednisone) 


The 

Achievements 

of 


Triamcinolone  IJEDKltLK 


a new  low  in  the  collateral 
hormonal  effects  associated 
with  all  previous  corticosteroids 
$ No  sodium  or  water  retention 
$ No  potassium  loss 

• No  interference  with  psychic  equilibrium 
$ Low  incidence  of  peptic  ulcer  and  osteoporosis 

Ar  letoc  ort  i«  avu  it.  2 mg  scored  tablets  (pink),  bottles  of  30;  ar.d  4 mg.  seored  tablets  (white),  bottles  of  30  and  iOO 

c 
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CYANAMID  BORINQUEN  CORF. 
LEDERLE  LABORATORIES,  DEPT. 
1470  Fernández  .Tuncos  Ave. 
Santurce,  P.  R, 


FAR  GREATER  activity  with  far  less  antibiotic 
UNRELENTING  peak  attack  throughout  therapy 
EXTRA-DAY  protection  against  relapse 

Declomycin 

Demethylchlortetracycline  Lederle 

A new  force  in  broad-spectrum  therapy 


A. 

major  contribution 

of 

Lederle 

research 


in  the  distinctive  duotone  capsule 


available  as: 

Capsules,  150  mg.,  bottles  of  16  and  100.  Adult 
dosage:  1 capsule  four  times  daily. 

Pediatric  Drops,  60  mg./cc.,  in  10  cc.  bottle 
with  dropper. 

Oral  Suspension,  75  mg./5  cc.  tsp.  in  2 oz.  bottles. 
BIBLIOGRAPHY: 
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THE  CONTROL  OF  AGGRESSIVE  BEHAVIOR  IN  ORGANIC 
BRAIN  SYNDROMES  WITH  THE  USE  OF  THIORIDAZINE* 

LUIS  P.  SANCHEZ  LONGO , M.D**  and  AGUSTIN  IF  ARE  AGUERRI,  M.D*** 


One  of  the  most  serious  problems  that  the  psychiatrist  or 
the  neurologist  faces  in  the  care  of  patients  with  organic  brain 
syndromes  is  the  control  of  the  marked  aggressiveness  manifested 
by  this  type  of  patients.  It  has  been  generally  agreed  in  the  past 
by  most  clinicians  that  the  disturbed  epileptic,  the  organic  psy- 
chotic and  the  behavior  problems  in  organic  brain  syndromes  are 
very  difficult  to  manage  and  the  pharmacotherapy  until  recently 
was  not  as  effective  as  desired.  Barbiturates  are  useful  in  the  con- 
trol of  convulsive  manifestations  of  the  above  type  of  cases,  but 
in  order  to  alleviate  their  aggressiveness  a very  large  dose  must 
be  used  with  the  inconvenience  that  it  does  not  produce  tranqui- 
lizaron but  rather  it  affects  the  patient’s  alertness,  depresses 
psychomotor  functions  and  decreases  the  general  activity  of  the 
patient.  The  use  of  anticonvulsants  alone,  although  very  helpful 
in  the  control  of  the  seizure  activity,  provide  tranquilization  in 
only  a small  group  of  patients  in  which  the  seizure  activity  is 
directly  responsible  for  their  aggressive  behavior.  In  another 
group  of  cases  the  aggressiveness  becomes  worse  with  the  control 
of  the  seizures  most  likely  due  to  the  fact  that  the  endogenous 
convulsions  were  actually  “shocking”  the  patient,  in  this  way 
limiting  their  aggressive  tendencies. 

The  majority  of  the  cases  need  control  of  both  their  seizures 
and  their  abnormal  behavior  because  progressive  damage  to  their 
brain  tissue  results  from  the  frequent  head  injuries  and  anoxic 
episodes.  The  discovery  of  the  ataraxic  drugs  opened  a new 


* This  investigation  was  supported  by  Research  Grant  Number  B-2414  (Cl) 
from  the  National  Institute  of  Neurological  Diseases  and  Blindness,  Public 
Health  Service. 

**Assistant  Professor,  Section  of  Neurology,  Department  of  Medicine  Uni- 
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avenue  for  the  possible  control  of  the  organic  brain  syndromes. 
The  use  of  ataraxics  in  the  non-epileptic  cases  brings  alleviation 
to  their  symptoms  in  the  same  fashion  as  in  the  functional  cases. 
However,  both  type  of  cases  are  prone  to  the  toxic  side  effects 
produced  by  these  drugs  with  the  added  theoretical  possibility 
that  the  organically  diseased  brain  might  be  more  sensitive  to  un- 
desirable complications.  Based  on  the  information  that  appears 
in  the  medical  literature  and  on  our  personal  experience,  we  be- 
lieve that  with  the  use  of  the  early  ataraxic  drugs  the  control  of 
aggressiveness,  although  accomplished,  was  at  the  expense  of 
facilitating  seizures  in  some  cases. 

Meprobamates  have  been  found  useful  in  combination  with 
anticonvulsants  in  the  control  of  mild  aggressive  tendencies  and 
hyperkinesia  particularly  in  some  children  but  it  is  not  anywhere 
as  useful  in  the  control  of  severe  destructive-aggressive  behavior. 
The  purpose  of  this  presentation  is  to  report  our  experience  with 
the  use  of  a recent  ataraxic  drug,  Thioridazine  (Mellaril)  in  the 
control  of  destructive-aggressive  behavior  in  a group  of  patients 
suffering  from  organic  brain  syndromes  associated  with  epileptic 
seizures  and  psychosis. 

METHOD  AND  PROCEDURE 

In  an  effort  to  evaluate  the  possible  efficacy  of  this  drug,  we 
selected  from  a closed  ward  of  the  Psychiatric  Hospital  a group 
of  12  aggressive  patients  for  a controlled  experiment  and  5 addi- 
tional non-controlled  group  of  cases.  The  latter  group  was  not  in- 
cluded in  the  controlled  group  because  laboratory  studies  and/or 
electroencephalograms  were  not  done  prior  to  the  beginning  of  the 
study.  There  was  no  physical  separation  of  these  cases  from  the 
rest  of  the  41  patients  in  this  ward.  The  criteria  used  for  choosing 
the  12  controlled  cases  was  based  on  the  diagnosis  of  organic  brain 
disease  with  epileptic  seizures  and  manifested  by  uncontrolled 
aggressive-destructive  and/or  homicidal  tendencies  responsible  for 
creating  serious  problems  of  management  and  care.  Permanent  iso- 
lation was  required  in  2 cases  for  over  8 months  prior  to  the  study. 
Two  of  the  controlled  cases  had  been  diagnosed  as  schizophrenic 
reactions  prior  to  their  development  of  organic  brain  involvement 
and  one  case  of  the  non-controlled  group  was  a schizophrenic  who 
underwent  lobotomy  (see  Table  No.  1).  Complete  physical  and 
neurological  examinations  were  performed  before  and  during  treat- 
ment in  9 of  the  12  controlled  cases  and  in  4 of  the  non-controlled 
group.  Limited  physical  and  neurological  examinations  were  per- 
formed in  the  remaining  4 patients  because  of  their  unpredictable 
behavior  and/or  lack  of  cooperation.  Laboratory  investigation  was 
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NOTE:  The  above  Usted  cases  all  manifested  episodic  excitement. 

Under  the  column  Convulsions  partially  controlled  means  approximately  1 or  2 seizures  every  other  month. 
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made  in  order  as  to  evaluate  their  renal,  liver  and  hematologic 
status  prior  to  therapy  and  after  several  months  of  treatment.  A 
lumbar  puncture  with  examination  of  the  spinal  fluid  was  per- 
formed in  all  of  the  controlled  cases.  Electroencephalograms  were 
done  in  10  of  the  controlled  cases  before  and  after  therapy  with 
Thioridazine  (Mellaril)  was  initiated.  In  the  controlled  group  the 
previous  dosage  of  anticonvulsant  medication  was  not  altered  in 
an  attempt  to  evaluate  the  effect  of  the  tranquilization  upon  the 
frequency  of  convulsions. 

After  the  above  observations,  Mellaril  was  started  in  17 
patients  beginning  with  300  mgs  per  day  in  divided  dosages  and 
adjusting  the  subsequent  dosage  according  to  individual  response 
and  need.  The  dosage  fluctuated  between  100  and  1,000  mgs  daily 
with  an  average  between  600  and  800  mgs.  Five  cases  were  given 
up  to  1,000  mgs.  per  day.At  the  end  of  3 months  of  treatment 
with  the  regular  Mellaril  tablets  8 patients  were  given  Mellaril 
spacetabs  with  the  purpose  of  obtaining  a sustained  action  and 
to  investigate  the  possibility  that  the  spacetab  was  more  effective 
even  at  a lower  dosage.  No  normal  psychotherapeutic  methods 
were  employed. 

The  following  daily  observations  were  made  on  all  patients: 
number  of  seizures,  excitement,  aggressive-destructive  behavior, 
willingness  to  take  the  medication  or  to  refuse  the  meals,  amount 
of  hyperkinetic  activity,  cooperativeness  to  the  examiner,  to  the 
nurses  and  attending  personnel,  interpersonal  relations  and  per- 
sonal hygiene.  The  entire  group  of  patients  were  carefully  ob- 
served for  the  possible  presence  of  side  effects  or  toxic  reactions. 

At  the  end  of  4 months  the  patients  were  re-examined  in- 
cluding physical  and  neurological  examinations,  electroencephalo- 
grams, blood  counts  and  liver  profile  studies.  A controlled  placebo 
group  was  not  used  in  this  study,  however,  observations  were 
made  on  at  least  40  other  cases  that  were  receiving  anticonvul- 
sant drugs,  sedatives,  and  other  ataraxic  medications.  At  the 
end  of  5 months  the  Mellaril  was  abruptly  discontinued  and  ob- 
servations were  made  for  a period  of  3 weeks. 

RESULTS 

Within  3 weeks  after  the  treatment  was  initiated  it  became 
quite  apparent  that  there  was  some  improvement  in  a number  of 
cases  receiving  therapy.  As  the  dosage  was  increased  the  im- 
provement became  more  apparent  and  on  a larger  number  of  cases. 
At  the  end  of  a 4 month  period  the  clinical  and  laboratory  re- 
examination of  all  cases  revealed  that  the  beneficial  effects  of  the 
drug  was  significant  and  worth-while  reporting.  It  became  ap- 
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parent  to  all  the  physicians,  the  nurses,  the  attendants  and  the 
laboratory  personnel  that  a favorable  change  in  the  behavior  of 
the  patients  took  place.  The  patients  took  their  medication  and 
their  meals  more  regularly.  All  cases  except  3 showed  some  im- 
provement in  their  behavior  when  judged  by  the  frequency  of 
their  episodic  excitement,  their  interpersonal  relations  and  their 
cooperativeness.  The  frequency  of  convulsions  remained  unaltered 
in  12  cases  with  5 instances  in  which  there  was  an  improvement 
in  the  frequency  of  seizures.  The  destructive-aggressive  behavior 
that  was  present  in  9 of  the  cases,  to  the  extent  that  there  were 
frequent  homicidal  manifestations,  was  modified  by  the  medica- 
tion causing  a decrease  in  the  incidence  of  aggresions  and  appa- 
rently blocking  their  homicidal  tendencies.  The  two  patients  that 
had  been  in  isolation  for  periods  beyond  8 months  prior  to  our 
investigation,  showed  a remarkable  improvement  in  their  be- 
havior to  the  extent  that  they  were  returned  to  the  ward.  (See 
Table  No.  2). 

At  the  end  of  4 months  of  therapy,  the  regular  Mellaril  tabs 
were  substituted  for  spacetabs  in  8 cases.  The  average  daily  dose 
of  the  spacetabs  to  maintain  the  already  accomplished  improve- 
ment was  smaller  when  compared  to  the  dosage  of  regular  tabs. 
The  average  dosage  went  down  to  300  mgs  per  day.  However,  we 
do  not  have  observations  in  patients  in  which  the  spacetab  was 
prescribed  prior  to  the  use  of  the  regular  Mellaril  tablets.  This 
observation  is  a topic  for  another  study. 

There  was  no  evidence  of  blood  dyscrasias,  leukopenia,  jaun- 
dice, blurring  of  vision,  peripheral  edema,  gastric  irritation,  der- 
matitis, photosensitivity  or  pruritus.  No  changes  in  renal  functions 
were  noted.  No  subjective  complaints  or  dryness  of  any  of  the 
mucous  membranes  was  recorded.  Side  effects  in  the  form  of 
drowsiness  was  very  difficult  to  evaluate  in  this  type  of  patients 
because  they  were  receiving  anticonvulsant  drugs.  Drowsiness 
was  observed  as  a side  effect  in  3 cases  but  only  in  2 of  them 
was  severe  enough  to  the  extent  that  it  limited  all  their  activities 
and  they  wanted  to  remain  in  bed  most  of  the  time.  However,  the 
dosage  of  Mellaril  required  for  tranquilization  in  these  cases  was 
above  the  recommended  dose. 

The  known  complicating  effects  upon  the  basal  ganglia  seen 
in  ataraxic  therapy  in  the  form  of  akathesia,  pseudoparkinson- 
ism, chorea,  athetosis  or  any  other  tremors  were  not  observed. 
Dystonia  was  noted  as  a complication  in  3 cases  out  of  11  re- 
ceiving 800  mgs  of  Mellaril  or  more.  One  of  the  cases  was  re- 
ceiving 1,000  mgs  a day  and  the  other  two  were  receiving  800 
mgs  a day.  In  one  of  the  cases  receiving  800  mgs  the  dystonic 
episode  recurred  for  a period  of  3 days.  In  the  two  other  patients, 
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the  dystonic  episode  disappeared  in  few  hours.  With  reduction  of 
the  dosages  dystonia  failed  to  recur  in  these  cases.  In  4 other  cases 
receiving  1,000  mgs  of  Mellaril,  dystonia  was  not  observed. 

There  was  no  instance  of  convulsions  that  could  be  attri- 
buted to  the  use  of  Mellaril;  actually,  the  frequency  of  seizures 
was  not  increased  in  any  of  the  patients  of  the  entire  series. 
There  was  an  attempt  of  suicide  in  one  of  the  patients  receiving 
Mellaril.  However,  the  medication  was  continued  in  the  same  dos- 
age with  definite  improvement  of  the  patient  until  he  was  dis- 
charged several  months  later.  We  believe  that  the  suicidal  at- 
tempt was  not  due  to  the  medication  but  rather  caused  by  depres- 
sive feelings  of  the  patient  caused  by  obvious  rejection  from  the 
significant  figures  of  his  family. 

Electroencephalograms  were  performed  in  15  cases  out  of 
the  total  series  of  17.  The  results  of  this  study  revealed  three 
normal  records  but  the  remaining  confirmed  the  clinical  diagno- 
sis of  organic  brain  disease  with/or  without  seizures.  The  elec- 
troencephalograms that  were  recorded  in  10  of  the  controlled 
group  of  patients  prior  to  the  treatment  with  Mellaril,  revealed 
abnormality  in  8 of  the  records. 

After  therapy  with  Mellaril,  electroencephalographic  studies 
were  repeated  in  the  above  10  cases.  No  changes  from  the  pre- 
vious records  were  found  in  7 instances.  There  was  a slight  im- 
provement in  one  of  the  severe  abnormal  records  and  in  one  of 
the  moderate  abnormal  records,  both  showing  better  organization 
and  less  spikes.  There  was  a significant  improvement  in  one  the 
records  which  was  considered  severe  abnormal  prior  to  the  treat- 
ment with  Mellaril  to  the  extent  that  in  two  recordings  in  a 
month  apart  during  the  periou  of  treatment  were  considered  as 
borderline  normal. 

When  the  medication  was  abruptly  discontinued  for  3 weeks, 
the  majority  of  the  patients  showed  an  increase  in  their  episodic 
excitement  and  several  episodes  of  aggressions  were  recorded. 

DISCUSSION 

Of  the  phenothiazine  ataraxics  in  the  market  there  are  two 
that  differ  in  the  chemical  structure  from  the  others  because 
they  contain  fewer  than  three  straight  chain  carbon  atoms  in  the 
side  chain:  mepazine  (Pacatal)  having  a single  carbon  and  thiori- 
dazine (Mellaril)  having  two.  They  each  contain  a piperidine  ring 
in  the  side  chain  apparently  causing  them  to  lose  both  their  anti- 
emetic  and  extrapyramidal  effects  as  reported  in  previous  li- 
terature. A product  of  Sandoz  Co  NP-207,  which  was  originally 
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halógena  ted  at  the  number  two  position,  caused  a bilateral  pig- 
mentation of  the  retina  for  which  reason  was  discontinued  as  an 
experimental  drug.  With  the  substitution  of  a sulfur  containing 
radical  in  place  of  the  original  chlorine  atom,  the  complication  of 
pigmentation  in  the  retina  was  prevented.  The  resulting  chem- 
ical compound  is  known  as  Thioridazine  or  Mellaril.  Mellaril  is 
a promising  and  useful  tranquilizer  which  we  predict  in  the 
future  will  be  accepted  more  generally.  In  a recent  review1 2>34 
of  178  clinical  series  of  10  phenothiazine  derivatives  we  found 
that  Mellaril  showed  a relatively  low  incidence  of  side  effects 
and  complications.  Extrapyramidal  complications  were  reported 
in  .78%  of  the  series,  which  is  the  lowest  incidence  of  this  com- 
plication when  compared  with  all  the  other  phenothiazine  atar- 
axics.  Drowsiness  was  reported  with  an  incidence  of  15%,  which 
is  lower  when  compared  with  4 other  ataraxics  but  higher  than 
other  3.  The  following  side  effects  reported  in  other  ataraxics 
were  not  found  in  the  review  of  the  literature:  blurring  of  vision, 
G.  I.  symptoms,  nasal  stuffiness,  seizures,  jaundice,  agranulo- 
cytosis, photosensitivity,  pruritus  and  dermatitis. 

In  our  small  series  of  17  cases  the  following  complications 
were  observed:  3 cases  developed  drowsiness  with  an  incidence 
of  17.6%  which  is  similar  to  the  percentage  reported  in  the  li- 
terature. There  were  3 cases  that  suffered  dystonic  episodes. 
However,  it  should  be  mentioned  here  that  in  our  entire  series 
we  were  using  a dose  above  the  recommended  one.  For  several 
months  following  the  reduction  of  the  dosage  to  levels  below  800 
mgs.,  no  incidence  of  dystonia  was  recorded.  In  one  case  there 
was  evidence  of  hepatic  disease  following  the  use  of  Mellaril,  how- 
ever, this  patient  never  developed  jaundice  and  at  the  present 
he  has  no  signs  of  hepatic  failure.  We  wonder  whether  this 
change  could  be  attributed  to  the  drug. 

Seizures  as  a complication  during  treatment  with  pheno- 
thiazine ataraxics  apparently  occur  more  frequently  in  individuals 
prone  to  convulsions.  Some  patients  have  been  reported  to  have 
had  seizures  for  the  first  time  while  they  were  receiving  pheno- 
thiazine drugs.  We  have  recently  reported1  convulsions  for  the 
first  time  occurring  in  children  that  received  one  or  more  dosages 
of  phenothiazine  drugs  for  the  control  of  vomiting.  In  this  re- 
port we  had  3 cases  in  which  tonic  and/or  clonic  convulsions 
occurred  associated  with  dystonia  or  opisthotonus. 

Bonafede3-7  reports  an  incidence  of  increase  in  seizure  fre- 
quency in  50%  of  78  disturbed  epileptics  treated  with  chlorpro- 
mazine.  Hankoffs  in  a study  of  epileptic  patients  reports  a 2% 
incidence  of  convulsions  as  the  result  of  the  chlorpromazine.  In 
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our  review  of  the  literature  and  using  our  criteria  the  following 
incidence  of  seizures  was  found: 


Drug  Seizures 


Thioridazine 

0.00% 

(0-214) 

Thiopropazate 

0.00% 

(0-221) 

Fluphenazine 

0.00% 

(0-201) 

Trifluoperazine 

0.07%. 

(1-1523) 

Prochlorperazine 

0.07% 

(1-1416) 

Perphenazine 

0.59% 

(3-512) 

Chlorpromazine 

0.69% 

(80-11566) 

Triflupromazine 

1.43% 

(3-210) 

Mepazine 

1.96% 

(15-768) 

Promazine 

6.35% 

(111-1743) 

In  our  present  series  of  cases  the  diagnosis  of  organic  brain 
syndromes  with  convulsions  was  established,  however,  only  9 
cases  were  actively  convulsing  within  5 months  prior  to  the  treat- 
ment with  Mellaril.  The  frequency  of  convulsions  was  unaltered 
in  5 of  the  9 cases,  with  4 instances  where  some  improvement  in 
the  frequency  of  seizures  was  observed. 

The  electroencephalograms  recorded  following  the  treatment 
with  Mellaril  showed  improvement  of  the  record  in  3 cases.  In  one 
of  these  cases  there  was  clinical  improvement  in  both  the  aggres- 
sive-destructive behavior  and  in  the  frequency  of  seizures.  In  the 
other  2 patients  there  was  improvement  in  their  behavior  but  no 
change  in  the  frequency  of  seizures.  During  our  study  we  were 
able  to  objectively  record  the  incidence  of  convulsions  and  the 
electroencephalographic  findings  which  revealed  that  with  the  use 
of  Mellaril  in  combination  with  anticonvulsants  a better  control  of 
the  convulsions  was  achieved  in  this  particular  group  of  patients. 

In  any  clinical  study  in  which  observations  are  made  to  de- 
termine the  effectiveness  of  any  medication  upon  behavior  of  any 
group  of  patients,  there  are  many  factors  that  must  be  considered 
before  one  arrives  to  any  conclusion.  For  this  reason  and  in  order 
as  to  properly  evaluate  our  results  with  Mellaril,  other  factors 
must  be  considered  as  contributing  in  the  improvement  of  the  be- 
havior of  these  patients  beyond  the  pharmacotherapeutic  effects 
of  the  drug  under  study.  Namely,  the  12  controlled  patients  were 
submitted  to  complete  physical  and  neurological  examinations,  la- 
boratory studies,  extra  medication,  therefore  increasing  the  phy- 
sical and  interpersonal  contacts  between  the  patients  and  the  per- 
sonnel. Besides,  the  approach  of  the  personnel  and  the  visiting 
relatives  could  have  beneficially  influenced  our  results.  The  entire 
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procedure  could  have  facilitated  in  these  patients  a new  way  of 
communicating  their  needs  and  vital  necessities  with  mobilization 
of  anxiety  directed  towards  the  medical  and  nursing  personnel.  Un- 
doubtedly, the  above  non-pharmacologic  factors  play  an  important 
role  in  the  change  of  behavior  observed  in  these  cases.  However, 
it  is  our  believe  that  they  alone  do  not  account  for  the  degree  of 
improvement  obtained  in  this  series.  In  support  of  this  last  ob- 
servation is  the  fact  that  when  the  medication  was  abruptly  dis- 
continued within  2 weeks,  there  was  a very  apparent  change  in 
the  behavior  of  the  patients  with  several  incidences  of  episodic 
excitements  and  aggressions. 

We  do  not  have  a conclusive  evidence  revealing  the  factor  or 
group  of  factors  which  were  responsible  for  the  better  control  of 
these  patients’  seizures.  Nevertheless,  we  like  to  postulate  two 
possible  theoretical  explanations  for  this  phenomenon.  The  im- 
provement in  the  frequency  of  seizures  could  have  been  due  to 
the  fact  that  the  patients  under  the  tranquilizing  effects  of 
Mellaril  might  have  taken  their  anticonvulsants  more  regularly. 
The  second  possibility,  which  is  a more  fascinating  one,  is  that 
perhaps  the  drug  limited  the  influx  of  stimuli  both  from  the  ex- 
ternal environment  and  the  internal  milieu  including  intrinsic, 
physiologic  and  psychic  factors,  thus  lowering  the  seizures  thres- 
hold. 

SUMMARY  AND  CONCLUSIONS 

1.  The  effects  of  thioridazine  upon  the  aggressive  behavior 
and  seizure  activity  in  17  cases  of  organic  brain  syndromes  is  re- 
ported. 

2.  Thioridazine  seems  to  be  a valuable  drug  in  the  control 
of  the  above  type  of  patients.  There  was  an  improvement  in  the 
behavior  in  82.4%  of  the  cases  and  an  improvement  in  seizures  in 
29%  of  the  cases. 

3.  Drowsiness  was  a side  effect  in  17.6%  of  the  cases.  Pos- 
sible liver  involvement  as  a complication  was  observed  in  one 
patient.  Dystonic  episodes  occurred  in  17.5%  of  the  cases. 

4.  The  high  frequency  of  dystonia  is  probably  due  to  the  fact 
that  dosages  above  the  recommended  ones  were  used. 

5.  The  electroencephalograms  after  treatment  with  thiorida- 
zine revealed  improvement  in  30%  of  the  records. 

6.  All  the  above  figures  do  not  carry  a large  statistical  value 
because  of  the  small  size  of  the  series  reported. 

7.  The  possible  role  played  by  psychological  factors  in  the 
change  in  behavior  of  these  cases  is  considered. 

8.  Thioridazine  is  recommended  for  the  control  of  aggressive 
destructive  behavior  in  organic  brain  syndromes  with  seizures  for 
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its  effectiveness  in  controlling  behavior  and  allowing  a better  con- 
trol of  the  seizures. 

Two  theoretical  explanations  for  the  improvement  of  the 
seizures  are  postulated. 
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GASTRIC  ULCERS 


Clinical  and  Roentgenological  Analysis  of  50  Proven  Cases 

LASZLO  EHRLICH , M.D* 

I would  like  to  tell  you  an  anecdote  of  my  student  days  — of 
many,  many  years  ago.  The  place  is  Paris  where  a man  had 
stomach  trouble  and  the  consultation  of  several  eminent  inter- 
nists went  on  all  night  to  diagnose  the  patient’s  illness.  About 
7:00  o’clock  in  the  morning  they  opened  the  window,  still  un- 
decided about  the  case.  A surgeon  who  was  just  passing  by,  looked 
into  the  room  and  seeing  the  exasperated  faces  of  the  internists, 
inquired  what  was  going  on.  They  told  him  of  the  difficulty  they 
were  having  and  asked  him  to  examine  the  patient.  The  surgeon 
said  that  was  unnecessary,  if  they  would  just  send  the  patient  to 
his  service,  he  would  open  him  up  and  fell  them  in  no  time  what 
the  patient  had. 

This  anecdote  is  very  much  to  the  point,  regarding  gastric 
ulcer.  It  particularly  applies  to  some  leading  institutions  where 
they  operate  upon  every  case  of  gastric  ulcer.  Their  reason  for 
this  radical  attitude  is,  as  most  surgeons  feel,  that  one  never 
knows  whether  a gastric  ulcer  is  benign  or  malignant.  The  litera- 
ture dealing  with  this  problem  has  been  tremendous  during  the 
last  10  - 15  years. 

Let  me  show  you  just  a few  examples  of  the  dozens  of  avail- 
able reports.  (Fig.  1) 


STATISTICAL  DATA  — INCIDENCE  MALIGNANCY 
(LITERATURE) 

I.  All  Cases  Operated 


Memorial  (McNeer) 

225 

28  Vc 

Lahey  (Marshall) 

618 

14% 

All  Cases  Treated  Medically 

VA  Hosp.,  Cleveland 

130 

3% 

Fig.  1 


Judging  from  these  fairly  representative  examples,  it  is  ob- 
vious that  the  subject  is  controversial.  It  is  interesting  to  note 
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that  in  different  parts  of  the  world  the  problem  is  very  variable. 
In  Brazil  they  report  that  they  operate  on  one  out  of  every  4 
patients  with  gastric  ulcer  because  of  suspicion  of  malignancy ; 
while  in  Switzerland  they  operate  on  only  one  out  of  20  for  the  same 
reason.  The  explanation  for  this  contradictory  data,  however,  is 
simple.  For  instance,  in  the  case  of  the  Lahey  Clinic  report  of 
14%  malignancy  rate  in  operation  for  gastric  ulcer,  their  own 
gastroenterologist,  Dr.  Jordan,  explained  that  many  times  obvi- 
ously malignant  ulcerating  cancers  are  thrown  into  the  group  to- 
gether with  the  gastric  ulcers.  If  you  do  that,  you  can  produce 
any  type  of  statistics  — not  only  14%  but  50%  if  you  chose  to 
do  it. 

After  these  introductory  remarks,  I would  like  to  talk  about 
gastric  ulcer  as  it  has  been  handled  at  San  Patricio  VA  Hospital. 
During  the  period  of  10  years  (July  1,  1949  to  June  30,  1959) 
6,295  Upper  G.  I.  studies  were  performed.  In  these  studies  68 
patients  were  found  to  have  gastric  ulcer,  an  incidence  of  1.1%. 
Out  of  these  68,  48  were  proven  at  operation  and  two  were  proven 
at  autopsy.  The  remaining  18  were  treated  medically  and  are  not 
included  in  this  study.  (Fig.  2) 


STATISTICAL  DATA 
SAN  PATRICIO  VA  HOSPITAL 


No.  of  Upper  G.i.  Studies 

( July  1,  1949  - June  30,  1959)  6,295 

Gastric  Ulcers: 


A. 

Proven  at  Operation 

48 

B. 

Proven  at  Autopsy 

2 

C. 

Medically  Treated 

18 

Total 

68 

(i.i%) 

Fig.  2 

I believe  it  would  be  instructive  if  I gave  you  a detailed  ac- 
count how  the  clinical  diagnosis  of  the  50  ulcer  cases  was  made 
and  why  48  of  them  were  operated  upon.  The  plan  of  this  study 
was  as  follows.  (Fig.  3) 
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DIAGNOSIS  OF  GASTRIC  ULCER 


Fig.  3 


For  the  tabulation  of  the  data  in  our  series,  made  according 
to  the  above  plan,  see  Table  I. 

1.  INITIAL  CLINICAL  IMPRESSION 

a.  Age : This  is  a factor  of  relative  importance  because  of  the 
higher  incidence  of  malignancy  in  older  people.  (Fig.  4) 


AGE  DISTRIBUTION 


27  — 40  6 

41  — 50  5 

51  — 60  19 

61  — 70  20 


Fig.  4 

b.  Ulcer  History:  The  patients  were  classified  from  the 
point  of  view  of  typical  and  atypical  ulcer  history.  This  was  very 
difficult  to  do  with  precision  because  the  description  of  symptoms, 
pain  cycles,  etc.  were  not  clearly  defined  in  the  patient’s  records. 
According  to  the  general  conception,  the  typical  ulcer  history  of 
a “peptic  ulcer”  is  epigastric  pain  on  empty  stomach,  relieved  by 
food  intake,  milk  or  alkali,  occurring  rhythmically  and  periodically. 
In  our  series,  the  majority  of  the  patients  had  atypical  ulcer  his- 
tory. Most  of  them  had  a very  long  period  of  indigestion,  some 
vague  gastric  discomfort  without  relation  to  food  intake 
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and  without  rhythmicity  and  periodicity.  Only  a few  complained 
of  severe  pain.  (Fig.  5)  We  could  perhaps  say  that  in  the  case  of 
gastric  ulcer  this  type  of  history  would  be  rather  typical  than 
atypical.  Since  this  sounds  paradoxical,  I wish  to  make  myself 
clear.  I feel  gastric  ulcer  is  so  different  in  behavior  that  it  should 
no  longer  be  considered  as  a peptic  ulcer  and  thus  grouped  together 
with  duodenal  ulcer.  After  all,  the  physician  confronted  with  a 
case  of  duodenal  ulcer  only  worries  about  surgery  when  compli- 
cations arise.  When  confronted  with  a gastric  ulcer,  the  ever 
looming  fear  of  missing  a cancer  makes  him  think  of  surgery  in 
an  almost  reflex  manner. 


ULCER  HISTORY 

Typical  (?)  16 

Atypical  34 

No  Pain  at  All 

7 

Discomfort  or  Burning 

15 

“Pain” 

23 

Severe  Pain 

5 

Fig.  5 


c.  Associated  Symptoms:  Vomiting,  hematemesis  and  mele- 
na. Nothing  is  really  characteristic  from  the  point  of  view  of 
these  symptoms.  It  is  worth  mentioning,  however,  that  three 
patients  had  massive  gastric  hemorrhage  without  pain.  (Fig.  6) 


ASSOCIATED 

SYMPTOMS 

Vomiting 

18 

Hematemesis 

11 

MELENA 

12 

Fig.  6 


d.  Weight  Loss:  This  is  a very  important  factor  because  it 
is  considered  as  an  ominous  sign  thus  directing  the  physician’s 
thinking  towards  the  possibility  of  malignancy.  (Fig.  7) 


WEIGHT  LOSS 


24  Patients 
26  Patients 
Average 


None 

5-40  Lbs. 
18  Lbs. 


Fig.  7 
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e.  Duration  of  Symptoms:  It  is  very  important  because 
many  years  duration  is  fairly  characteristic  of  gastric  ulcer.  (Fig. 
8) 


DURATION  OF  SYMPTOMS 


Days  5 

Weeks  3 

Months  16 

Years  25 

??  i 


Fig.  8 

f.  Physical  examination:  Usually  noncontributory.  Epigas- 
tric tenderness  on  palpation  was  much  less  frequent  than  in  duo- 
denal ulcer. 

g.  Transfer  Summary:  The  informative  value  of  this 
depends  on  which  contract  hospital  the  patient  is  transferred  from. 

In  summary,  in  our  experience  a patient  with  a long  history 
of  vague  gastric  complaints  without  the  so-called  typical  features 
of  peptic  ulcer  and  associated  with  weight  loss  could  have  a gas- 
tric ulcer.  Perhaps  if  the  clinician  would  be  more  aware  of  the 
atypical  symptomatology,  particularly  in  the  elderly  group,  the 
clinical  diagnosis  could  be  made  more  frequently.  In  this  study 
the  initial  clinical  impression  was  correct  in  only  two  cases.  (Fig. 
9) 


INITIAL  CLINICAL  IMPRESSION 


Gastric  Ulcer 

3 

(2  by  X-Ray  Before  Admission) 

Gastric  CA 

10 

(5  by  X-Ray  Before  Admission) 

D.U. 

Ulcer  vs  CA  { 
D.U.  vs  CA  ( 

14 

6 

R.O.  G.I.  Path. 

5 

Mise. 

12 

(Esophageal  Varix,  CA  of  Pan- 
creas, Colitis,  etc.) 

Fig.  9 


2.  CLINICAL  WORK-UP 


a.  Laboratory:  The  laboratory  is  important,  specially  in 
clinically  silent  cases  when  it  reports  the  presence  of  anemia  or 
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occult  blood  in  stools.  The  low  value  of  free  HCL  is  still  considered 
relatively  important  in  order  to  rule  out  duodenal  ulcer.  (Fig.  10) 


LABORATORY 


Anemia 

16 

(Marked 

10) 

Occult  Blood 

16 

Free  HCL: 

Done  in 

37 

None 

8 

Low 

8 

Normal 

17 

High 

4 

Fig.  10 

b.  X-Ray:  Is  recognized  as  the  most  important  tool  in  the 
diagnosis  of  gastric  ulcer.  The  x-ray  studies  were  tabulated  from 
the  point  of  view  of  diagnostic  impression,  location  and  size  of 
ulcer  and  number  of  checkups. 

1.  Diagnostic  impression.  (Fig.  11) 

X-RAY 

X-RAY  DIAGNOSTIC  IMPRESSION 
Benign  Ulcer  25 

Malignancy  21 

Undecided  4 


Fig.  11 

2.  Location  of  crater.  (Fig.  12) 


Fig.  12 
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3.  Size  of  crater.  (Fig.  13) 


X-RAY 

SIZE  OF  CRATER 

22 
13 
8 
2 
1 

in  6 cases 
in  3 cases 

Fig.  13 


0.5  - 1 CM. 

1.5  - 2 ” 

2.5  - 3 ” 

4 ” 

5 ” 

Craters  not  seen 
Double  craters 


4.  Number  of  x-ray  checkups.  (Fig.  14)  This  is  perhaps  the 
most  important  factor  from  the  point  of  view  of  accuracy  of  the 
x-ray  diagnostic  impression,  therefore,  it  will  be  dealt  with  more 
in  detail  later  on. 


X-RAY 

NUMBER  OF  RE-EXAMINATIONS 

1 in  22  patients 

2 in  16  patients 

3 or  more  in  12  patients 

Fig.  14 

c.  Gastroscopy:  It  is  considered  as  an  important  adjunct 
and  complementary  to  x-ray  in  the  diagnosis  of  gastric  ulcer. 
(Fig.  15) 


GASTROSCOPY 

Done  in  25  patients 

Negative  (Ulcer  not  seen)  15 

Ulcer  seen  3 

CA  5 

? 2 

Fig.  15 

The  probably  reason  of  inability  to  see  the  ulcer  in  15  patients 
out  of  25  was  that  the  crater  was  very  small  (1  cm.  or  less)  and 
many  of  the  ulcers  were  in  the  portions  of  the  stomach  which  are 
not  visible  by  gastroscopy.  In  regard  to  X-Ray  and  Gastroscopio 
diagnosis,  we  agreed  on  the  same  diagnosis  3 times  and  disagreed 
in  4 cases. 
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d.  Response  to  Medical  Therapy: 


RESPONSE  TO  MEDICAL  THERAPY 


Good 

21 

Poor 

11 

Not  known 

18 

Fig.  16 

e.  Interval  Between  Initial  X-Ray  Study  and  Operation:  This 
data  is  included  because  20  of  the  patients  were  operated  upon 
within  two  weeks.  I believe,  in  a way  this  reflects  the  medical  at- 
titude towards  gastric  ulcers.  (Fig.  17) 


INTERVAL  BETWEEN 

X-RAY 

DIAGNOSTIC 

IMPRESSION 

AND  OPERATION 

Few  Days  - 2 Weeks 

20 

3-5  Weeks 

15 

2 Months  - 1 Year 

10 

) 7 of  these 

first 

2 Years  - 4 Years 

3 

| refused  operation. 

Fig. 

17 

3.  PRE-OPERATIVE  DIAGNOSIS.  After  complete  workup, 
the  Surgical  Service  is  called  in  consultation.  They  have  all  the 
data  and  they  have  to  decide  whether  the  patient  should  be  ope- 
rated or  not. 

4.  SURGICAL  DIAGNOSIS.  It  is  very  important  to  realize 
that  even  when  the  surgeon  has  the  stomach  in  his  hands,  the 
diagnosis  still  may  be  a problem  in  a certain  number  of  cases. 

5.  PATHOLOGICAL  DIAGNOSIS.  (Fig.  18)  The  malignant 
transformation  or  degeneration  of  a gastric  ulcer  is  an  accepted 
entity  by  most  pathologists.  To  them  this  term  indicates  that  the 
ulcer  fulfills  the  criteria  of  being  benign  both  on  gross  and  mi- 
croscopic examination,  with  the  exception  of  one  edge  of  the  ulcer 
which  shows  malignant  cells  involving  only  the  mucosa  and  pos- 
sibly the  submucosa,  but  not  beyond.  This  ulcer  with  a very  li- 
mited malignant  change  should  not  be  grouped  together  with  a 
frank  cancer  because  the  prognosis  of  the  former  is  excellent.  I 
have  consulted  our  two  pathologists  in  this  hospital  and  they 
agree  on  what  I have  just  said. 

Interestingly,  some  of  the  internists  and  surgeons  I have 
consulted  in  this  hospital,  did  express  a definite  doubt  about  this 
matter;  they  do  not  believe  that  the  gastric  ulcer  undergoes  a 


102 


Bol.  Asoo.  Med.  de  P.  R. 


Marzo,  1961 


malignant  transformation;  to  them,  the  presence  of  malignant 
cells  means  cancer  and  the  outcome  is  fatal.  To  me  this 
is  a very  defeatist  attitude.  Our  four  patients  who  were  found 
to  have  “malignant  degeneration”  in  a gastric  ulcer  were  checked 
up  within  the  last  two  weeks.  They  are  all  alive  and  well  8,  7, 
3 and  2 years  after  operation,  respectively. 


Ulcer 

CA 

? 

Pre-operative  Diagnosis 

28 

18 

2 

Operative  Diagnosis 

37 

11 

Pathological  Diagnosis 

44 

4* 

* Malignant  Degeneration  in 

Gastric  Ulcer. 

Fig.  18 


6.  ACCURACY  OF  DIAGNOSIS.  (Fig.  19) 


ACCURACY  OF  DIAGNOSIS  METHOD 


Initial  Clinical  Impression 
X-Ray 

2 

(4%) 

Benign  Ulcer  (25) 

25 

(100%) 

Malignancy  (21) 

4 

(19%) 

Overall  Accuracy  (46) 

29 

(63%) 

Gastroscopy  (8) 

3 

(37%) 

Preoperative  Diagnosis  (48) 

28 

(58%) 

Operative  Diagnosis  (48) 

33 

(68%) 

Fig.  19 


Judging  from  this  table,  it  is  worthy  of  mentioning  that  the 
x-ray  accuracy  in  benign  gastric  ulcers  was  100%  while  in  malig- 
nant ulcers  it  was  only  19%.  The  high  rate  of  error  in  the  latter 
indicates  that  whenever  there  was  the  slightest  doubt  in  our 
minds,  we  called  the  ulcer  malignant.  This  demonstrates  that  our 
“cancer  consciousness”  is  no  less  than  that  of  our  surgical  col- 
leagues. 

DISCUSSION 

First,  I would  like  to  discuss  briefly  the  important  matter  of 
recurrence  because  it  is  considered  by  most  surgeons  as  indication 
for  surgery. 

A.  RECURRENCE.  As  I mentioned  previously,  the  ope- 
ration was  postponed  for  years  in  seven  patients  because  they  re- 
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fused  it.  Four  of  these  showed  recurrence.  Incidentally,  we  have 
just  recalled  for  recheck  all  our  patients  who  have  been  treated 
medically  for  gastric  ulcer.  Out  of  18,  7 came  back  and  2 showed 
recurrence,  although  they  were  completely  asymptomatic.  One  pa- 
tient who  came  back  on  his  own  because  of  pain  also  showed  re- 
currence. As  to  the  indication  for  surgery  in  the  recurrent  cases, 
I wish  to  emphasize  that  in  every  case  of  recurrence,  the  patient 
became  asymptomatic  on  medical  therapy  within  a few  days  and 
the  ulcers  showed  remarkable  rapid  diminution  in  size.  In  other 
words,  a recurrence  should  not  be  considered  ‘'intractable”  and 
therefore,  treated  by  surgery. 

I would  like  to  discuss  more  in  detail  the  x-ray  diagnosis  of 
gastric  ulcer. 

B.  X-RAY  DIAGNOSIS  OF  GASTRIC  ULCER 

1.  X Ray  criteria  of  benign  versus  malignant  ulcer  (Figs. 
20  & 21) 


X-RAY  CRITERIA  OF  BENIGN  VS  MALIGNANT  ULCER 
Presumptive  Evidence: 


Benign 

Malignant 

1. 

Hampton  Sign 

1. 

Absent 

2. 

Extraluminal 

2. 

Intraluminal 

3. 

Shape : Ovoid 

3. 

Flat 

4. 

Ulcer  “Mound” 

4. 

Meniscus 

Definite  Evidence: 

Complete  Healing  with 
F.U.  for  2 years. 

Fig.  20 


X-RAY  CRITERIA  NO  LONGER  USED 
FOR  DIFFERENTIATION 

1.  Size 

2.  Location 

3.  Contour 

4.  Radiating  Folds 

5.  Lack  of  change  in  size,  if  patient 
is  not  on  strict  medical  therapy. 


Fig.  21 
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These  criteria  are  based  on  the  experience  that  we  have 
gained  during  the  past  10  years.  Had  we  known  them  before,  the 
erroneous  interpretation  of  malignancy  in  17  cases  of  benign  ulcer 
could  have  been  avoided  in  a number  of  instances. 

2.  Importance  of  x ray  checkups.  (Fig.  22)  As  it  was  men- 
tioned before,  the  marked  diminution  in  size  of  the  ulcer  is  con- 
sidered definite  evidence  of  its  benign  nature.  It  is  emphasized, 
however,  that  this  observation  is  valid  only  if  the  patient  is  on 
strict  medical  therapy. 


IMPORTANCE 

OF  RE-EXAMINATIONS 

No. 

First 

Path. 

Cases 

Exam. 

Recheck 

Diag. 

5 

CA 

Benign  Ulcer 

Same 

1 

Benign  Ulcer 

CA 

Same 

Fig.  22 


Two  of  our  erroneous  interpretations  were  due  to  the  fact 
that  the  rechecks  were  done  several  months  after  the  initial  exam- 
ination because  the  patients  had  gone  home  at  their  own  request. 
Upon  their  return  the  ulcer  remained  unchanged  or  had  become 
larger;  therefore,  the  radiologist  considered  them  malignant.  In- 
terestingly, in  both  of  theee  ca«es  the  gastroscopist  reported  heal- 
ing ulcers.  In  spite  of  this,  the  patients  were  operated  upon  and 
the  Final  Diagnosis  was  benign  ulcer. 

3.  Suggested  x-ray  terminology.  (Fig.  23) 

SUGGESTED  X-RAY  TERMINOLOGY 

1.  Gastric  Ulcer,  radiologically  benign.  Recheck 
in  2-3  weeks  for  confirmation. 

2.  Gastric  Ulcer,  of  uncertain  nature.  Recheck 
is  advised  in  3 weeks  for  belter  evaluation. 

3.  Ulcerating  lesion  of  the  stomach,  probably 
malignant.  Surgery  is  advised. 

Fig.  23 

C.  POST-OPERATIVE  COMPLICATIONS.  It  is  fitting  to 
mention  the  post-operative  complications  in  our  operated  48  cases: 

1.  Post-operative  complications:  There  was  not  a single 
case  of  mortality.  We  had  two  cases  of  morbidity  (one  intestinal 
obstruction  and  one  marginal  ulcer). 
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2.  The  fate  of  the  gastric  stump:  In  a recent  article  from 
Europe  113  cases  of  carcinomas  are  reported  in  gastric  siumps, 
following  sub-total  resection  for  benign  gastric  ulcers.  The  average 
interval  between  resection  and  the  onset  of  symptoms  was  15  years. 
Tne  authors  state  that  resection  for  a gastric  ulcer  almost  triples 
the  incidence  of  cancer. 

D.  INDICATION  FOR  SURGERY.  The  prevalent  opinion 
amongst  is  that  surgery  in  most  cases  of  gastric  ulcers  is  the 
treatment  of  choice,  while  medical  men  are  in  favor  of  conservative 
approach,  leaving  surgery  only  for  ulcers  with  complications. 

Factors  for  surgery: 

1.  Malignant  transformation  occurs  in  5 to  10%  of  the  cases. 

2.  Recurrence  rate  is  high  (10  to  20%). 

3.  Complications  such  as  hemorrhage,  perforation  and  obs- 
truction: 20%. 

4.  Low  surgical  mortality:  1.5%. 

Factors  for  conservative  approach: 

1.  With  an  adequate  x-ray  study,  using  special  technique  and 
understanding  the  roentgen  criteria  involved,  the  roentgenologist 
is  able  to  differentiate  a benign  ulcer  from  a malignant  or  a pro- 
bably malignant  one. 

2.  Post-gastrectomy  syndrome:  5 — 10%. 

In  our  series  in  which  48  cases  were  referred  for  consultation 
with  the  Surgical  Service,  immediate  surgery  was  advised  in  all 
cases  except  in  one  in  which  the  operation  was  postponed  for  four 
years  because  of  the  patient’s  cardiac  status. 

CONCLUSION 

It  seems  that  on  the  basis  of  this  material  and  the  experience 
we  have  gained  from  it,  we  can  draw  some  valid  conclusions.  It 
is  true  that  the  easiest  solution  to  the  gastric  ulcer  problem  is  to 
operate  them  all.  Removing  60  to  80%  of  the  stomach  just  be- 
cause “one  never  knows”  is  not  the  correct  solution  because  one 
can  know  in  a high  percentage  of  cases,  if  one  is  willing  to  in- 
vestigate each  individual  case  as  I have  outlined.  Unquestionably, 
surgery  must  be  performed  in  all  cases  in  which  there  is  doubt, 
either  by  gastroscopy  or  by  x-ray.  It  is  reasonable,  however,  to 
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assume  that  with  improved  methods  of  diagnosing  benign  gas- 
tric ulcers,  a more  conservative  approach  in  treating  them  may 
be  justified. 


SUMMARY 

Fifty  proven  cases  of  gastric  ulcers  are  presented.  The  usual 
therapy  in  these  cases  has  been  a sub-total  gastric  resection  on 
the  basis  that  it  cannot  be  established  radiologically  whether  the 
ulcer  is  benign  or  malignant.  This  study  demonstrates  that  the 
Roentgen  method  is  reliable  in  establishing  that  an  ulcer  is  benign 
when  the  work-up  in  each  case  includes  a re-examination  two  or 
three  weeks  following  adequate  medical  therapy.  This  should 
show  definite  evidence  of  healing  if  the  ulcer  is  benign.  With 
this  improved  method  it  is  reasonable  to  assume  that  a more 
conservative  approach  in  treating  gastric  ulcers  is  justified. 

RESUMEN 

Se  estudiaron  en  detalle  50  casos  de  úlceras  gástricas.  La  te- 
rapia usual  en  estos  casos  ha  sido  resección  gástrica,  asumiendo 
que  una  vez  demostrada  una  úlcera  no  se  puede  determinar  radio- 
lógicamente si  ésta  es  maligna.  Este  estudio  demuestra  que  se 
puede  diagnosticar  radiológicamente  con  mucha  exactitud  cuando 
una  úlcera  gástrica  es  benigna  si  se  estudia  cada  caso  cuidadosa- 
mente. La  mejor  indicación  de  benignidad  consiste  en  demos- 
tración radiológica  de  curación  en  dos  o tres  semanas  con  régimen 
de  terapia  adecuado.  Se  sugiere,  por  lo  tanto,  un  tratamiento  con- 
servador en  casos  diagnosticados  radiológicamente  como  úlcera 
gástrica  benigna. 
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POLIGALACTURONATO  DE  QUINIDINA: 

UN  NUEVO  MEDICAMENTO  ANTi ARRITMICO 

NORMAN  SHAFTEL,  M.D.,* *  ALFRED  HALPERN,  M.D.** 

GEORGE  SCHWARTZ , M.D.  ***y  Prof.  A.  J.  MONTE  BOVI **** 

En  1918,  cuatro  años  depués  de  que  Wenckebach1  notara  por 
primera  vez  el  valor  de  la  quinina  en  el  tratamiento  de  la  fibrila- 
ción  auricular  paroxística,  Frey2  demostró  que  la  quinidina  era 
superior  a todos  los  otros  alcaloides  de  la  quina  en  ei  tratamiento 
de  este  trastorno.  Hasta  el  presente,  la  quinidina  continúa  siendo 
la  droga  de  preferencia  para  el  tratamiento  de  ciernas  arritmias 
cardíacas,3  y lo  único  que  interfiere  con  su  más  amplio  empleo  es 
su  toxicidad.4 

Aún  cuando  se  observan  reacciones  alérgicas  y de  idiosincra- 
sia, y reacciones  tóxicas  causadas  por  las  propiedades  inherentes 
a este  medicamento,  son  los  trastornos  gastrointestinales,  que  fluc- 
túan entre  anorexia  leve,  vómitos,  espasmo  intestinal  y diarrea, 
reacciones  secundarias  que  más  frecuentemente  se  observan  du- 
rante la  terapéutica  con  quinidina.  Estos  síntomas  pueden  pre- 
sentarse ya  sea  con  la  administración  oral  o la  parentérica  (5  a 
10),  pero  la  toxicidad  gastrointestinal  ocurre  con  mayor  frecuen- 
cia debido  a la  irritación  local  del  tracto  digestivo;  en  efecto,  las 
dosis  de  quinidina  que  se  emplean  en  la  clínica  no  son  general- 
mente suficientes  para  causar  vómitos  por  acción  central.3 

Es  cierto  que  inyectando  la  quinidina  se  evita  la  irritación 
local  del  tracto  digestivo,  pero  esta  vía  de  administración  limi- 
ta el  empleo  de  un  medicamento  que  exige  un  régimen  diario  de 
dosificación  múltiple  durante  largos  períodos  de  tiempo.  Re- 
duciendo la  dosis,  también  puede  evadirse  el  problema,  pero 
este  proceder  suele  resultar  ineficaz  en  lo  que  respecta  a al- 
canzar adecuadas  concentraciones  sanguíneas  del  medicamento.1’12 

La  quinidina  es  extremadamente  insoluble,  excepto  en  los 
ácidos  minerales  fuertes,  y al  desdoblarse  las  sales  de  quinidina, 
fuertemente  ácidas,  en  el  tractus  digestivo,  se  desprenden  altas 
concentraciones  de  iones  irritantes.  Amortiguando  la  quinidina 


«0*  El  poligalacturonato  de  quinidina  se  presenta  con  el  nombre  de  ‘CAR- 
DIOQUIN’. 

* Médico  de  Asistencia  del  Kings  County  Hospital  Med.  Center,  Brooklyn, 
New  York. 

**  Director  del  Dept,  de  Terapéutica  Experimtl.,  Stuyvesant  Polyclinic, 
New  York. 

***  Cardiólogo  Jefe  y Médico  de  Asistencia,  Stuyvesant  Polyclinic,  New  York 
City. 

****  profesor  de  Química,  St.  John  Univ.,  Escuela  de  Farmacia,  Brooklyn, 
New  York. 
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puede  aliviarse  la  molestia  local  pero,  desafortunadamente,  este 
método  podría  causar  interferencia  a ia  absorción  de  la  droga.13 
Se  ha  intentado  mitigar  la  irritación  local  empleando  la  droga  con 
cubierta  entérica  o unida  a una  medicación  empírica  (paregórico) , 
habiéndose  obtenido  algún  éxito,  aunque  impronosticable.14 

Es  de  lamentarse  que  la  irritación  gastrointestinal  restrinja 
con  tanta  frecuencia  el  uso  oral  de  este  medicamento,  valioso  en 
otros  aspectos.  Ciertos  pacientes,  corrientemente  privados  de  los 
beneficios  del  tratamiento  con  quinidina  por  su  intolerancia  gas- 
trointestinal, podrían  tratarse  con  la  dosis  que  adecuadamente  do- 
minara la  arritmia  si  el  medicamento  pudiera  obtenerse  en  forma 
potente  pero  no  irritante  El  objeto  de  este  trabajo  es  presentar  los 
resultados  de  un  programa  de  investigaciones  especialmente  di- 
rigidas a resolver  el  citado  problema. 

Desarrollo  del  Poligalacturonato  de  Quinidina 

De  todos  los  compuestos  de  la  quinidina,  las  sales  ácidas  inor- 
gánicas son  las  que  más  comunmente  se  prescriben  y,  a causa 
de  su  carácter  polar,  se  desdoblan  forzosamente  en  los  líquidos 
fisiológicos.  Se  ha  establecido  el  postulado  de  que,  para  evitar 
este  ataque  iónico,  una  nueva  molécula  de  quinidina  debe  ser  sólo 
ligeramente  soluble  en  los  líquidos  fisiológicos  ya  que,  de  acuer- 
do con  la  ley  de  acción  en  masa,  el  número  de  iones  presentes  en 
un  sistema,  en  cualquier  momento  dado,  es  función  de  ambas;  la 
solubilidad  y el  grado  de  desdoblamiento. 

Con  el  fin  de  evitar  esta  agresión  iónica  sobre  el  tejido  y 
para  suri  ir  al  corazón  de  un  medio  uniformemente  proporcionado, 
de  quinidina,  fué  sintetizado  un  compuesto  de  quinidina  ligeramen- 
te soluble  y débilmente  ionizable,15  incorporando  el  poligalacturo- 
nato como  componente  acidificante  (Grabado  1).  En  el  tubo  di- 
gestivo, ei  intercambio  iónico  libera  la  quinidina  en  proporción 
uniforme,  retirando  del  sistema  los  componentes  disueltos,  con  lo 
que  se  suma  a la  solución  un  material  adicional.  Puesto  que  el 
ácido  galacturónico,  carbohidrato  polímero  de  cadena  prolongada, 
no  se  absorbe  por  la  mucosa  gastrointestinal, 1(5  se  estaciona  den- 
tro del  aparato  digestivo  ejerciendo  una  acción  amortiguadora  con 
tínua,  y a la  vez,  un  efecto  coloidal  y demulcente,  sin  afectar  la 
mucina.17,18 

Farmacología  del  Poligalacturonato  de  Quinidina 

La  toxicidad  aguda  (DL50)  oral  del  poligalacturonato  de  qui- 
nidina resultó  ser  de  3200^350  m g.  por  Kg  de  peso  corporal  en 
la  rata  y 2680-^210  mg.  por  Kg.  de  peso  corporal  en  el  ratón,  de- 
terminado por  la  técnica  de  Miller  y Tainter19  con  períodos  de  14 
días  de  observación.  En  comparación,  el  título  DLr>0  oral  del  sul- 


110 


Bol.  Asoc.  Med.  de  P.  R. 


Marzo,  1961 


Estructura  química  del  polig al actur onato  de  quinidina. 


fato  de  quinidina  es  593.1  + 83  mg.  por  Kg.  de  peso  corporal  en  el 
ratón.20 

Las  concentraciones  sanguíneas  observadas  después  de  la  ad- 
ministración oral  del  poligalacturonato  de  quinidina  en  el  perro  in- 
dican que  la  droga  se  absorbe  en  el  torrente  sanguíneo  en  forma 
comparable  a la  del  sulfato  de  quinidina  (Grabado  2),  y aún  cuan- 
do las  concentraciones  alcanzadas  fueron  mayores  con  sulfato  de 
quinidina,  el  nivel  de  absorción  pareció  ser  más  uniforme  con  el 
poligalacturonato  de  quinidina.  A las  24  horas  después  persistían 
aún,  e igualmente,  concentraciones  apreciables  de  quinidina  con 
ambos  compuestos.  El  nivel  de  las  24  horas  de  sulfato  de  quini- 
dina fué,  como  término  medio,  de  0.77  mg.  por  100  mi.,  mientras 
que  el  nivel  de  poligalacturonato  de  quinidina  fué  de  0.87  mg.  por 
100  mi.,  por  término  medio.  Ambas  substancias  habían  desapare- 
cido casi  completamente  del  torrente  sanguíneo  48  horas  después 
de  su  administración. 

Dentro  de  la  escala  de  dosificación  terapéutica,  la  cifra  máxi- 
ma de  niveles  sanguíneos  de  quinidina  observados  en  seres  huma- 
nos después  de  la  administración  de  poligalacturonato  de  quinidi- 
na fué  comparable,  en  bruto,  a aquellas  observadas  después  de  la 
administración  de  altas  dosis  del  medicamento  en  perros  (Graba- 
dos 3 y 4).  A pesar  de  haber  existido  grandes  variaciones  indivi- 
duales en  el  tiempo  para  alcanzar  el  máximo  de  concentración  con 


Grabado  2 Comparación  de  las  contracciones  sanguíneas  observadas  con 
dosis  equivalentes  (100  mg.  de  quinidina  básica  por  Kg.)  de  sulfato  de  qui- 
nidina  y poligalacturonato  de  quinidina,  empleadas  en  perros. 
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Grabado  3: — Concentraciones  sanguíneas  de  quinidina  en  el  hombre,  deter- 
minadas con  dosis  de  0.266  de  poligalacturonato  de  quinidina  (equivalente  a 
0.2  gm.  de  sulfato  de  quinidina). 
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Grabado  4: — Concentraciones  sanguíneas  de  quinidina  en  el  hombre,  deter- 
minadas con  0.532  gm.  de  poligalacturonato  de  quinidina  (equivalente  a 0.4 
gm.  de  sulfato  de  quinidina). 


el  poligalacturonato  de  quinidina,  estos  valores  fueron  generalmen- 
te constantes  en  cada  una  de  las  dosis  individuales  empleadas.  La 
constancia  del  estrecho  margen  de  valores  máximos  con  el  poli- 
galacturonato de  quinidina  refleja  la  absorción  uniforme  del  ion 
de  quinidina  que  resulta  del  desdoblamiento  controlado  del  poliga- 
lacturonato de  quinidina,  ligeramente  soluble  y débilmente  diso- 
ciable. 

Con  la  intención  de  valorar  el  índice  relativo  de  irritación  lo- 
cal, se  administró  a cuatro  perros  una  dosis  equivalente  de  sulfa- 
to de  quinidina  y poligalacturonato  de  quinidina  a intervalos  de 
una  hora  hasta  producir  emesis.  Se  utilizó  una  técnica  experimen- 
tal cruzada  con  descansos  de  siete  días  entre  ensayos. 

Por  término  medio,  el  tiempo  en  presentarse  vómitos,  con 
una  dosis  promedio  de  509.25  rng.  de  sulfato  de  quinidina,  fué  de 
125  minutos;  con  una  dosis  total  de  788.25  mg.  de  poligalacturo- 
nato de  quinidina  se  produjo  regurgitación  dentro  de  128  minutos. 
El  inicio  demorado  de  la  emesis,  la  relativamente  alta  e idéntica 
dosis  necesaria  para  causar  este  efecto,  la  rapidez  de  absorción  de 
estos  compuestos  y la  mediación  central  de  la  emesis  nos  hacen 
ver  que  el  vómito  no  es  el  resultado  de  una  irritación  local  sino 
que  éste  se  debe  probablemente  a la  acción  central.  (La  estimu- 
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lación  mecánica  del  tractus  gastrointestinal  por  la  cápsula  con  la 
substancia  de  prueba,  puede  también  haber  sido  un  factor  contri- 
buyente). Al  repetir  el  experimento  con  mayores  y menores  do- 
sis de  las  substancias  en  ensayo,  se  demoró  igualmente  el  inicio 
de  los  síntomas. 

El  sulfato  de  quinidina  en  dosis  pequeñas  produjo  la  misma 
intensidad  de  vómitos  que  dosis  apreciablemente  mayores  de  po- 
ligalacturonato  de  quinidina.  A nivel  de  dosificación  más  alto,  el 
sulfato  de  quinidina  pareció  ser  más  irritante  al  intestino  que  el 
poligalacturonato  de  quinidina,  causando  diarrea  dentro  de  15  mi- 
nutos después  de  la  administración.  Cuando  el  vómito  ocurrió 
más  de  una  vez,  estos  se  sostuvieron  por  períodos  más  largos  con 
el  sulfato  de  quinidina,  que  se  absorbe  más  rápidamente,  que  con 
dosis  más  altas  de  poligalacturonato  de  quinidina. 


A 

Sulfato  de  Quinidina 
Perro  No.  294 


Poligalacturonato  de  Quinidina 
Perro  No.  305 


Testigo 


1/2  hora 
1.  60  mg.  % 


1-1/2  horas 
1.  66  mg.  % 


Testigo 


1/2  hora 
, 07  mg.  % 


? • 


.ZGb  1-1/2  horas 
lrr  0.40  mg.% 


3 horas 
1*43  mg.  % 


Grabado  5: — Fenómenos  electrocardiográficos  (Derivación  II)  en  el  perro, 
con  la  dosis  de  100  mg.  de  quinidina  básica  equivalente  a sulfato  de  quinidina 
y poligalacturonato  de  quinidina  por  Kg.  de  peso. 

A.  Perro  No.  294  (sulfato  de  quinidina).  Nótese  la  prolongación  de  la 
onda  P,  el  complejo  QRS  y el  desarrollo  de  la  onda  U con  el  complejo 
ondular  T-U  umbilicado. 

B.  Perro  No.  305  (poligalacturonato  de  quinidina).  Se  observaron  fenó- 
menos electrocardiográficos  similares  a los  de  la  A,  pero  éstos  no  ocu- 
rrieron hasta  3 ó 4 horas  después  de  la  dosis. 

Los  efectos  del  primer  electrocardiograma  con  quinidina  se  observaron  dentro 
de  la  media  hora  después  de  la  dosis  de  sulfato  de  quinidina  y 1-1/2  horas  de 
la  dosis  de  poligalacturonato  de  quinidina. 
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Tanto  el  sulfato  de  quinidina  como  el  poligalacturonato  de 
quinidina  produjeron  cambios  cualicuantitativos  idénticos  en  el 
electrocardiograma  del  perro,  excepto  que  éstos  aparecieron  más 
rápidamente  con  el  sulfato  de  quinidina.1'1  Por  ejemplo,  a los  pe- 
rros que  se  dió  100  mg.  de  poligalacturonato  de  quinidina  (equi- 
valente a quinidina  básica),  los  fenómenos  electrocardiográficos 
característicos  comenzaron  dentro  de  una  o dos  horas,  alcanzando 
frecuentemente  el  máximo  del  efecto  a las  cuatro  o cinco  horas  de 
la  administración  (Grabado  5).  Los  cambios  electrocardiográfi- 
cos, además,  fueron  idénticos  a los  que  se  presentaron  con  dosis 
equivalentes  de  sulfato  de  quinidina,  indicando  que  la  acción  far- 
macológica de  la  quinidina  sobre  el  corazón,  no  se  altera  al  subs- 
tituir el  medio  poligalacturónico  por  el  ion  sulfatado.21 

La  administración  de  dosis  terapéuticas  a seres  humanos,  ya 


Electrocardiograma  Conversión  al 

Pre-Tratamiento  Mecanismo  Sinusal 


Grabado  6: — S.  L.  varón,  de  56  años,  contrajo  fibrilación  auricular  durante  un 
tratamiento  a base  de  Dexedrina  con  tiroides  para  la  obesidad.  Se  le  dió  poli- 
galacturonato de  quinidina  a la  dosis  de  0.2  gm.  (equivalente),  tres  veces 
al  día,  con  lo  que  fué  convertido  al  mecanismo  sinusal  en  unas  48  a 72  horas 
después  de  haberse  instituido  el  tratamiento.  Se  mantuvo  el  mecanismo  sinusal 
aún  después  de  haber  suspendido  el  poligalacturonato  de  quinidina  una  sema- 
na más  tarde.  Fue  reinstituido  el  tratamiento  con  tiroides  y Dexedrina  em- 
pleando la  mitad  de  la  dosificación  anterior,  con  lo  cual  continuó  el  ritmo 
sinusal  sin  otras  aberraciones  cardiorítmicas.  (Nótese  el  fenómeno  de  contor- 
no de  las  ondas  T con  desarrollo  del  complejo  T-U  en  las  derivaciones  medio- 
precordiales,  con  el  tratamiento  de  quinidina). 
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fuera  empleando  sulfato  o poligalacturonato  de  quinidina,  no  pro- 
dujo diferencias  de  tiempo  en  cuanto  al  inicio  de  la  acción  o efec- 
tos generales;  ambos  compuestos  produjeron  cambios  electrocar- 
diográficos  semejantes:  depresión  progresiva  del  segmento  ST 
en  las  derivaciones  standard,  ensanchamiento  del  complejo  QRS  y 
presencia  de  una  onda  U más  prominente,  particularmente  en  las 
derivaciones  precordiales,  con  depresión  o inversión  frecuentes  de 
la  onda  T (Grabados  6 a 9).  Los  ritmos  ectópicos  que  ocasional- 
mente han  sido  observados  con  dosis  altas  de  compuestos  de  qui- 
nidina convencionales,  no  se  evidenciaron  en  nuestros  ensayos. 


Electrocardiograma 

Pre-Tratamiento 


Conversion  al 
Mecanismo  Sinusal 


Grabado  7: — A.  R.,  varón,  de  62  años,  sin  trastornos  cardiacos  orgánicos,  se 
quejaba  de  palpitaciones  desde  hacía  2 años.  Electrocardiograma  reveló  fre- 
cuentes contracciones  ventriculares  prematuras,  a menudo  en  bigeminia  y tri- 
geminia.  Con  el  poligalacturonato  de  quinidina  a la  dosis  de  0.2  gm.  (equiva- 
lente 4 v./día)  durante  3 días,  desaparecieron  los  latidos  prematuros.  Se  re- 
dujo la  dosificación  dando  de  0.2  gm.  a 0.4  gm.  al  día,  con  lo  cual  se  mantuvo 
al  paciente  con  su  mecanismo  sinusal  regular  sin  latidos  prematuros. 


Empleo  del  Poligalacturonato  de  Quinidina  en  la  Clínica 


Fué  empleado  el  galacturonato  de  quinidina  para  el  tratamien- 
to de  varias  arritmias  cardíacas  en  88  pacientes  (51  varones  y 
37  hembras)  fluctuando  en  edades  entre  14  y 81  años  (Tabla  I). 
Los  principales  diagnósticos  fueron:  ateroesclerosis  cardíaca  (40 


Fibrilación  Auricular  Cardiopatía 

Masculino  Femenino  Edades  Subyacente  Dosificación  Inicial  Resultados  Dosis  de  Mantenimiento 
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ATEC  — Ateroesclerosls  cardíaca  T"3N  — Ritmo  sinusal  normal 

HA  — Hipertensión  arterial  CAP  — Contracciones  atriales  prematuras 

RC  — Reumatismo  cardíaco  CVP  — Contracciones  ventriculares  prematuras 

TC  i.v.  — Tiempo  de  conducción  intraventricular 


Cardiopatia 
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Derl  .-ación  I Derivación  II  Derivación  m Derivación  V3 


Electro-  1 | 1 
cardiograma 
Pre 

Tratamiento 


zWHÜi 


1/2  hora 
1.1  mg.  %L 


24  horas  ijl 
0.41mg.xL..  ■ 


KIBISBH 


— üjiigaM 


Grabado  8: — M.  D.,  mujer  de  72  años  con  arteriesclerosis  cardíaca,  mostraba 
una  taquicardia  nodal  con  latidos  supraventriculares  prematuros  y frecuentes 
en  el  electrocardiograma  de  ingreso.  Se  le  dio  una  dosis  única  de  0.6  gm. 
(equivalente)  de  poligalacturonato  de  quinidina  con  lo  que  una  serie  de  elec- 
trocardiogramas reveló  efectos  típicos  de  la  quinidina  como:  prolongación  de 
PR;  depresión  del  segmento  ST  y ensanchamiento  del  complejo  T (o  T-U) 
en  las  derivaciones  medioprecordiales.  Se  observó  la  desaparición  progresiva 
y gradual  de  los  latidos  prematuros  con  retorno  al  mecanismo  sinusal  esen- 
cial en  4 horas,  y que  los  primeros  efectos  de  la  quinidina  comenzaron  de  1 a 
1-1/2  horas  de  haber  administrado  la  droga,  con  ligera  depresión  del  segmento 
ST  y disminución  moderada  de  los  latidos  prematuros.  Todos  los  fenómenos 
del  ECG  se  habían  desarrollado  totalmente  en  4 horas  con  ausencia  aparente 
de  latidos  prematuros.  Es  interesante  notar  que  con  la  dosis  empleada  en  esta 
paciente  no  se  apreció  prolongación  del  complejo  QRS.  Se  observó  un  retorno 
gradual  al  estado  pre-tratamiento  según  descendía  la  concentración  sanguínea 
de  quinidina,  comenzando  en  12  horas  y completándose  virtualmente  en  24 
horas. 


pacientes),  hipertensión  arterial  (18  pacientes),  o reumatismo  car- 
díaco (16  pacientes).  Las  arritmias  tratadas  fueron:  fibrilación 
auricular,  flútter,  taquicardia,  fibrilación  paroxística  auricular  y 
taquicardia ; contracciones  auriculares  y ventriculares  prematu- 
ras; taquicardia  ventricular  y taquicardia  sinusal.  La  dosifica- 
ción inicial  se  extendió  desde  0.2  gm.  tres  veces  al  día  hasta  0.4 
cada  dos  horas,  y la  dosis  de  mantenimiento  empleada  en  25  pa- 
cientes fluctuó  entre  0.2  gm.,  dos  veces  al  día  y 0.4  gm.  tres  ve- 
ces al  día.  Con  el  tratamiento  a base  de  galacturonato  de  quinidi- 
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Electrocardiograma  Despues  del  Tratamiento 


Grabado  9: — J.  P.,  varón,  de  55  años,  con  arterieesclerosis  cardíaca  y fibrila- 
ción  auricular  con  contracciones  ventriculares  multifocales  prematuras,  había 
estado  tratándose  con  digitoxina  (0.2  mg. ) al  día,  por  varios  meses.  En  la 
fecha  del  reconocimiento,  el  complejo  QRS  medía  0.10  segundos  en  las  deriva- 
ciones convencionales.  Se  administró  0.4  gm.  de  poligalacturonato  de  quinidina 
cada  2 horas  durante  5 dosis,  con  la  intención  de  eliminar  los  latidos  multi- 
focales prematuros,  los  cuales  se  consideró  presentaban  un  grave  peligro.  El 
electrocardiograma  tomado  al  final  del  tratamiento  ,3  horas  después  de  la 
primera  dosis)  reveló  haberse  desarrollado  una  taquicardia  ventricular  con  la 
QRS  ensanchada  a 0.16  de  segundo.  Según  se  tomaba  la  tira  continua,  el  pa- 
ciente espontáneamente  se  convirtió  en  mecanismo  sinusal  con  frecuentes  la- 
tidos prematuros  unifocales  (según  se  ve  en  la  tira  de  transición  Derivación 
Vi-)  y entonces  inmediatamente  (y  subsecuentemente)  se  mantuvo  con  su 
mecanismo  sinusal  sin  ningún  latido  prematuro.  El  complejo  QRS  después  de 
esta  conversión  volvió  a medir  0.10  de  segundo. 


na,  las  arritmias  de  67  de  estos  pacientes  (78  por  ciento)  se  con- 
virtieron al  ritmo  sinusal  normal,  mientras  que  en  13  pacientes 
(14.7  por  ciento)  se  redujo  considerablemente  el  promedio  de  las 
contracciones  ventriculares. 

De  los  24  casos  de  fibrilación  auricular,  17  (71  por  ciento) 
fueron  convertidos  rl  ritmo  sinusal  normal.  (Cinco  de  estos  pa- 
cientes recayeron,  pero  fueron  retraídos  al  ritmo  sinusal  normal 
con  la  dosis  de  mantenimiento).  En  dos  pacientes,  el  ritmo  ven- 
tricular fué  reducido  a £0  latidos  por  minuto  (mantenido  con  éxi- 
to mediante  una  pequeña  dosis  fracccionada  al  dTfa).  Cinco  pa- 
cientes diferentes  no  respondieron  debidamente,  todos  los  cuales 
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padecían  de  fibrilación  crónica  que  con  anterioridad  había  demos- 
trado ser  refractaria  al  sulfato  de  quinidina;  el  aumento  de  la 
dosis  tampoco  pudo  obtener  resultados  terapéuticos. 

El  éxito  en  convertir  el  ritmo  cardíaco  de  los  pacientes  con 
fibrilación  auricular  se  obtuvo  de  12  a 72  horas  después  del  inicio 
del  tratamiento,  generalmente  con  el  método  “rápido”,  o sea:  una 
dosis  de  0.4  gm.  tres  o cuatro  veces  al  día.  Después  de  establecido 
el  mecanismo  sinusal  normal  se  mantuvo  este  con  la  dosis  de  0.2 
gm.  dos  o tres  veces  al  día. 

Los  cinco  pacientes  con  fibrilación  paroxística  auricular  fue- 
ron convertidos  en  su  totalidad  al  ritmo  sinusal  normal  en  perío- 
dos de  12  a 24  horas,  empleando  la  dosis  de  0.4  gm.  de  poligalac- 
turonato  de  quinidina  cuatro  veces  al  día.  Se  mantuvo  el  ritmo 
normal  con  la  dosis  de  0.2  gm.  dos  o tres  veces  al  día. 

Ocho  pacientes  con  taquicardia  paroxística  auricular  fueron 
tratados  con  0.4  gm.  de  poligalacturonato  de  quinidina  cuatro  ve- 
ves  al  día,  y en  seis  de  ellos  desapareció  la  taquicardia  sin  que 
se  presentaran  recidivas  durante  el  tratamiento  de  mantenimien- 
to (0.2  gm.  dos  veces  diarias).  Dos  pacientes  tratados  sin  éxito 
continuaron  padeciendo  de  aberraciones  del  ritmo  auricular  pero, 
aumentándole  la  dosis  (0.4  gm.  tres  veces  al  día),  uno  de  ellos 
pasó  dos  meses  sin  ataques;  el  otro  tuvo  dos  incidentes  durante 
el  período  de  ensayo. 

Los  siete  pacientes  con  contracciones  auriculares  prematuras 
y el  único  paciente  con  latidos  prematuros  de  origen  multifocal, 
respondieron  todos  al  tratamiento.  Las  contracciones  auriculares 
prematuras  desaparecieron  completamente  en  seis  pacientes  y dis- 
minuyeron en  los  dos  pacientes  restantes. 

En  29  pacientes  con  contracciones  ventriculares  prematuras, 
el  poligalacturonato  de  quinidina  hizo  desaparecer  los  latidos  ven- 
triculares prematuros  en  20,  y redujo  la  frecuencia  de  los  latidos 
prematuros  en  ocho  pacientes.  Los  latidos  prematuros  de  (res  de 
éstos  desaparecieron  cuando  se  aumentó  la  dosis  a 0.4  gm.  cada 
dos  horas,  por  tres  dosis ; en  los  pacientes  restantes  desaparecie- 
ron las  contracciones  ventriculares  prematuras,  pero  el  tiempo  de 
conducción  intraventricular  aumentó. 

Los  resultados  de  estos  ensayos  clínicos  demuestran  que  el 
galacturonato  de  quinidina  se  comporta  terapéuticamente  en  for- 
ma idéntica  al  sulfato  de  quinidina,  ejerciendo  efectos  antiarrít- 
micos similares ; el  efecto  clínico,  en  cuanto  a convertir  el  ritmo 
cardíaco  anormal,  es  muy  similar  al  que,  según  reportes,  produce 
el  sulfato  de  quinidina.-’-’  La  dosis  de  quinidina  básica  necesaria 
para  producir  efectos  cardíacos  comparables,  es  similar  a la  de  los 
compuestos  de  quinidina  convencionales.  De  la  misma  manera, 
los  efectos  de  la  dosificación  múltiple  son  similares  a los  que  se 
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observan  con  sulfato  de  quinidina,  sin  el  problema  de  acción  e.u- 
mulativa. 

La  diferencia  mayor  entre  estos  dos  compuestos  está  consti- 
tuida por  la  ausencia  de  efectos  secundarios  sobre  el  tractus  di- 
gestivo con  el  empleo  de  poligalacturonato  de  quinidina,  lo  cual 
contrasta  con  los  efectos  secundarios  indeseables  que  se  experi- 
mentan con  los  preparados  actuales  de  sulfato  de  quinidina.  Ade- 
más, la  ausencia  de  efectos  secundarios  sobre  las  vías  digestivas 
es  observable  aún  con  el  empleo  de  altas  dosis  de  poligalacturonato 
de  quinidina.  Ni  aún  el  régimen  “rápido  (dosis  de  ataque)  para 
acción  inmediata,  como  tampoco  la  dosis  de  mantenimiento  duran- 
te varios  meses,  ocasionan  molestias  gastrointestinales  aún  en  pa- 
cientes que  previamente  han  sufrido  de  náuseas  y vómitos  con 
dosis  equivalentes,  o mayores,  de  sulfato  de  quinidina.  El  proble- 
ma de  irritación  gastrointestinal  local  está  evidentemente  resuelto 
mediante  el  apropiado  empleo  del  poligalacturonato  de  quinidina. 

Recomendamos  el  empleo  de  poligalacturonato  de  quinidina 
en  el  tratamiento  de  las  arritmias  cardíacas  como  agente  terapéu- 
tico eficaz  y seguro,  sin  las  limitaciones  ocasionadas  por  trastor- 
nos gastrointestinales. 


RESUMEN 

1.  La  toxicidad  de  la  quinidina,  particularmente  por  su  acción 
irritante  local  sobre  el  tubo  digestivo,  limita  el  empleo  de  este  me- 
dicamento, de  otro  modo  valioso. 

2.  Se  describen  la  síntesis  y las  propiedades  farmacológicas 
del  poligalacturonato  de  quinidina,  una  nueva  sal  alcaloidal  polí- 
mero-compleja. 

3.  El  poligalacturonato  de  quinidina  parece  ser  capaz  de  ejer- 
cer la  acción  total  íarmacodinamoterapéutica  de  la  quinidina,  co- 
rrigiendo los  trastornos  del  ritmo  cardíaco. 

4.  El  poligalacturonato  de  quinidina  se  tolera  bien  sin  pro- 
ducir reacciones  de  carácter  tóxico.  Conservando  las  propiedades 
cardiodinámicas  de  la  quinidina  y reduciendo  la  frecuencia  de  tras- 
tornos gastrointestinales  locales,  el  poligalacturonato  de  quinidi- 
na puede  llegar  a emplearse,  en  general,  con  mayor  amplitud  en  el 
tratamiento  de  las  arritmias  cardíacas. 
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